the dose increased to 20 mg/kg/day before satisfactory control was achieved (Fig 1) . Chlorothiazide 250-500 mg daily was given throughout.
Six months after starting treatment with diazoxide, a marked tachycardia was noted and a chest X-ray showed cardiomegaly, which had not been present on previous films. There was no evidence of congenital or rheumatic heart disease and thyroid function was normal. It was thought that the adrenergic action of diazoxide (Staquet et al. 1965 ) might be responsible for a hyperdynamic circulation and propranolol 15-30 mg/ day was given to block this effect (Fig 2) . The symptoms improved, there was a small but significant reduction in sleeping pulse rate, and the heart size was reduced, although considerable cardiomegaly persisted with electrocardiographic evidence of left ventricular strain after three months of treatment. During this period there were no hypoglycaemic episodes and no change in fasting serum insulin levels. The hypercalcaemia persisted, with some increase in renal calcification, and an elective parathyroidectomy has been performed. Subsequently the serum calcium levels have returned to normal.
Comment
The pluriglandular syndrome is very rare in childhood (Ballard et al. 1964 , Underwood & Jacobs 1963 ) and cardiomegaly has not been included in any description. Of the complications of diazoxide therapy so far described (Baker et al. 1967) only hirsutism was present in our patient. The cause of the cardiomegaly remains unexplained and we suggest that it may be a further complication of high-dose diazoxide therapy. MW, boy, born 10.1.60 History: Bilateral talipes equinovarus was present at birth, after a normal pregnancy with apparently normal feetal movements. Denis Browne splints were applied within twenty-four hours but had to be removed after a week due to reaction to the strapping. Plaster boots were fitted for three months, followed by a further three months in splints. His motor power appeared normal and he stood with support by 1 year and walked unaided at 16 months.
The deformities recurred. At 21 years the feet were manipulated under general anmsthesia and plaster casts applied for six weeks. There was no correction, and bilateral elongation of the tendo achillis, with capsulotomy and transplantation of the tibialis posterior, was performed, followed by six weeks in plaster and calipers thereafter. Progress was still unsatisfactory, and in April 1963 wedge plasters were applied for three months and leg irons after that. Once again the deformities recurred.
In June 1964 a soft tissue divide was done on the left foot, followed by six months in plaster. By this time the left foot had developed a bananashaped deformity. He started walking again, but the deformity gradually became worse. In April 1967 he had an osteotomy of the right os calcis, with elongation of the tendo achillis and tibialis anterior transplant. He was in plaster for eight weeks and there was good correction of the deformity of the foot. In November 1967 the left tendo achillis was elongated, together with a medial release. A muscle biopsy was obtained from the peroneus longus.
Clinical examination: The striking clinical features at present are the marked wasting of all muscle groups below the knees (Fig 1) . There is only minimal associated weakness in these muscles. The rest of the neuromuscular system is normal. The ankle jerks are absent, other tendon reflexes normal.
Special investigations: Nerve conduction velocitiesposterior tibial 46-7, ulnar 54-7 m/sec (both normal). Muscle biopsy: left peroneus longus showed no abnormality on routine histological staining. Fibre size ranged from 25 to 60 ,u. However, with enzyme histochemical techniques (Dubowitz 1967 ), there were striking abnormalities. The muscle contained the two histochemical fibre types as in normal human muscle (Dubowitz & Pearse 1960a); but there were core-like areas devoid of any enzyme activity, particularly in type 1 fibres (Fig 2) .
Right rectus femoris was histologically and histochemically normal (Fig 3) . There are those which respond well to simple measures such as manipulation and splintage, or even surgical procedures, and do not recur; and those which are difficult to reduce and which tend to recur and to require repeated operative and manipulative procedures. Our case falls into the latter category. The histochemical changes in the peroneus muscle in this child resemble those seen in central core disease of muscle (Dubowitz & Pearse 1960b) . Central core disease is one of the nonprogressive congenital myopathies (Shy & Magee 1956 ) and usually presents with a symmetrical proximal limb weakness. However, we have observed central cores in the muscle of an adult patient who had a congenital atrophy of one arm (Dubowitz & Platts 1965) . It thus seems possible that a similar disease process in muscle may produce a generalized or a focal disorder. In this child the rectus femoris was normal, so the pathological change is presumably restricted to certain muscles only.
Could the atrophy or the histochemical changes have resulted from prolonged immobilization? This seems unlikely. One would have anticipated some improvement in muscle bulk in the recent three years he was mobile. These histochemical changes are not observed in children immobilized under other circumstances.
It seems likely that at least some cases of congenital clubfoot will prove to be due to one of the nonprogressive congenital myopathies, such as central core disease, nemaline myopathy and myotubular myopathy.
Cases which are refractory to treatment, have a tendency to recurrence, or are associated with wasting or weakness, should therefore be fully investigated. These abnormalities in the muscle are readily missed on routine histological staining, and specialized techniques such as histochemistry or electron microscopy are essential. The detection of a disorder in the muscle may be important in these cases, both in predicting prognosis and also in deciding an approach to therapy. Investigations: X-ray showed bilateral coxa vara with gross disorganization of the proximal femoral and humeral metaphyses (see Fig 1) . Metaphyses of knees, lower ends of tibia and radii involved to a lesser extent with mild changes at the lower ends of ulna and at the elbows. Middorsal scoliosis with possible deformity of the vertebral bodies on the concave side of the curve. Skull, ribs, all diaphyses and epiphyses normal.
Bone age 31 years.
The bone changes varied from mild sharp serrations of the metaphyses with increased density of the provisional zone of calcification to gross irregularity with flaring and fragmentation with widening of the growth plate.
Normal findings included blood count, Hb electrophoresis, urine analysis, urinary chromatogram, blood urea, serum electrolytes, calcium, inorganic phosphate and alkaline phosphatase.
Immobilization for two months failed to improve the condition.
Discussion
Metaphyseal dysostosis is a disorder of calcification of metaphyseal cartilage which, according to Rubin (1963) , arises because of failure to form hypertrophic cartilage at-the 'physis'. This suggests that metaphyseal dysostosis is really a chondrodystrophy and may be due to an enzymal defect.
Of the three types of the disease hitherto described, the most severe (Jansen's) is extremelyrare, McKusick's (1964) cartilage-hair hypoplasia is mostlylimited to theAmish sect, but the third,that of Schmid, is both mild and relatively common.
Most of the cases of type Schmid have arisen from the study of index families (e.g. Miller & Paul 1964 , Rosenbloom & Smith 1965 , which has shown that inheritance is usually through an autosomal dominant gene. In this country Dent
